Just over a hundred years later, Castle and his associates 2-3> 4-5 seemed largely to have solved the mystery of the aetiology of pernicious anaemia when they showed that normal fasting gastric juice contained a principle (the intrinsic factor), which when administered with beef muscle (a source of extrinsic factor) to patients with pernicious anaemia, caused haematological and clinical improvement. It seemed that a specific anti-anaemic factor was formed and stored largely in the liver.
To-day, some twenty years further on, a great deal more is known about the megaloblastic anaemias. The clinician, the pathologist, the bacteriologist and the biochemist has each added his contribution.
Castle has modified his theory,6 although fundamentally it is little changed. We have been confronted in quick succession with pteroylglutamic acid,7 vitamin B12, 8' 9 and now the Lenconostoc citrovorum factor 10 (or folinic acid 11), each of which, under certain circumstances, can change the megaloblastic bone marrow to the normoblastic pattern as seen in the healthy individual.
At the present time, the main unsolved problems in connection with the megaloblastic anaemias concern the precise metabolic disorder that leads to the occurrence of megaloblastosis and the inter-relationship of vitamin B12, pteroylglutamic acid and folinic acid. I do not intend to spend a great deal of time to-day discussing this complicated subject.
That will be considered elsewhere.12 It is true, I think, to say that most haematologists now believe that the extrinsic factor is vitamin B12 (and perhaps related substances), that the intrinsic factor enables vitamin B12 to be absorbed from the intestine, and that the major anti-pernicious anaemia factor in liver extracts, is vitamin B12, The diet normally contains vitamin B12, pteroylglutamic acid or its con- jugates, and folinic acid. The urine contains traces of all three in normal persons and also in those suffering from pernicious anaemia.
A Honyman Gillespie Lecture Figures for the daily intake of pteroylglutamic acid (chiefly in the form of pteroylhexaglutamylglutamic acid, the formula of which is given in Fig. 3 Fig. 4 . 
